R E M ARKS 

Claims 10, 14-19 and 25-26 are currently pending in the application. Claims 16 
and 26 are amended herein. No other claims have been amended. 

Specification 

The 1 \ammet lias at know lodged the hied s-OiieUions to die spei.il it. anon 
(.oiKcnuiij; the name of the author hons * ColowiA et jI ' to ' Wu and Guzman, Kis ' 
As ud! as fhc mco-poiatton oi the \e,n v l l M(>' to the v it L J \\ hue A a! ai t cie 
Applicants uatUulh acknowledge this adunoti 'lie pan ot die hvmnbet 

The Examiner has acknowledged the corrections made by the Applicant to 
incorporate the correct author from "CoJowick ei at " to "Wu and Grossman, feds." and to 

include the year "1996" to the cited "White et a.!." reference. As the Information 
Disclosure Statement is a duplicate of the one sent December 13. 2004. Applicants 
acknowledge die Examiner's indication of the previously considered references as 
"duplicates" or "dup"'. Applicants gratefully acknowledge this action on the pari of the 
Examiner. 

The Examine!' has indicated thai the Information Disclosure Statement filed May 
23, 2005 failed to comply with 37 C.FR § 1.98 because a copy of the Hegenharl reference 
was missing and the Hegenhan and Myers et ah references were noi in proper citation 
format.. Applicant acknowledges that a copy of the Hcsxnhart reference was not received 
m connection with the May 23. 2005 filing of this Information Disclosure Statement. As 
Applicant respectfully explained in pautjiiaph (a) ol page 2 of she Supplemental 
information Disclosure Statement filed May 23. 2005 (copy enclosed), they have been 
unable to locate a copy of the Hegentiau reference. Applicants have exhausted at! 
possible resource options and continue to be unable to produce a copy of this reference. 
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Applicants respectfully request a suggestion i'rom the Examiner with regard to how to 
deal with this issue. 

With regard 10 the improper citation format of the Hegenhart and Myers ct a), 
references, Applicants submit herewith a new PTO-Form 1449 which cite these 
.references in the proper citation format. The Myers et al. citation now includes references 
(O the appropriate voktme and number of this reference. A copy of the Myers et a.!, 
reference is not included with this Reply as it was previously supplied tu the Examiner 
with Applicant's May 23, 2005 filing. The Hegenhart citation is believed to be complete 
(i.e. the author, name of publication and date of publication ate included). Applicant has 
also included the month of the publication (December) in the citation format for 
reference. As noted above, as well as on the enclosed PTO-Form 1449. Applicants are 
unable to locate a copy of the Hegenhart reference. 

Applicants request that the information referred to in the present Reply and in the 
enclosed PTO-form 1449 now he considered. The filing of the enclosed PTO-form 1449 
respectfully overcome the Examiner's objection to the Information Disclosure Statement. 

v\ u tn >r n Ku*x n< 

The Lxammci ha-, wjlhdi mn the prim tqeeoon <>t Jams It) and 10 l c ) tinder 
\ SO s lOi \pphcants giatekilh aeknowkd *e <hese aotnns on the p.at ot the 
Examiner. 

Fhe Examiner has u tthdsav i the puot ie]t.i\ioii o claim 0 uiu u ^s I St." ^ 
l(i2tbi Applicants guaefullv acknowledge thi -> action on the pan oi the J \<imitief 

Ct AIM REJECTIONS - 35 USC ^ 1. 12, Ft RST ..P ARAGRAPH 

Claim 26 

Claim 2b is newly (ejected uudei 3> 1 SC ^ ! 1 2, iusi p^iapaplt 1 he 
Examine! 's contention is that the application a?- tiled i- not en, bhng lot ,m\ second 
vector being 'introduced to a non-human mammal." Respectfully. Applicant has ljufkt 



amended claim 26 in an effort at clarifying the meaning atui breadth of ihe chum. 
Applicant's- reference was to the process of developing a transgenic animal carrying a 
DNA sequence of iuletesl - hue decoiitt. In thai pioces.s, us is known in Ihe aft and as 
indicated in the .specification, there is a process of amplifying a DNA sequence i.o aid in 
the efficiency of producing a series of transgenic cells m vitro. Once a DNA has been 
incorporated into the genome of the somatic cells of a target species the nuclei of those 
celts are used in nuclear transfer procedures. In ihe instant case such procedures require 
a significant amount of DNA of a specific sequence This DNA is supplied by utilizing 
prokaryofes to produce it. followed by the use of restriction endonudeases to capture it. 
This process of prokarvote production of target DNA is old in the art. Reconsideration is 
respectfu 1 1 y req nested . 

Claims 10. 14-19, 25 

Chun 10 \A 10 .aid 25 .tie !t)eueJ undei ^ t S t s l i: n.-a paia^tanh I he 
Fv.tmuiei's , urknfiun is that the appht uton a 1 ttkd is not ciublng tot an\ oig.iruMii 
othei than the mammal species detailed m the specification mouse fust \pptaatits 
do thank the Evammet foi ndicituu' that the ■-pci heat inn is \w \ iu cn ihhnsi tin timUs. 
-Olhee \uton of it)/20'2t>0 < ; ptn S) \pph, mts ! .m iikud (hat the mount 

spc.it nation is enabling with tej.ud to bondei spec hum >>f n duinuhar speues 
Applicants point out th.u th<- Lxammc) has agiecd th.it the ti ms^um. nn,i st, un \nis* , 
human D\ A sequence that is expu sscd thiotigh the auo at! m oi a go.n ptomon-t 
Sf-queif c is enabled Hmaionallv then ftov. difkicnt \\»ni d the vpee it nation u\c beui 
ti he human punem seue ed h id n< eti loILnjc< hum a ttansaen c goat .>s t tc tes il oi 
lite , <. nor ot .t fiinus ■ promt tei turned on duting nottr.i! L i atton ? Iheponf i-.th.tt 
\pphtan.s Kne utilized a known 'n v | box' ot moleudai too,s to p.ouuee a teswmbuum 
human ptotein oi unique >denti ; in a 'bet eh top" mammalian spet k - The no\vdt\ ocs 
to tlk ptotmi ptodueed its '•eqjenee and pioduc tion suit n < Uans^uih i lanum h.ui 
pLitfoim andei the eoitttoi ot nunnal mammahjn act af ion bouron^ 

Ri. onsideration is icspeetn H\ requested 

As pteviou^K stated the essential novc!t\ of the pakut lies in the mamptt atmn 
and engineering of the decorin molecule itself within the transgenic mammalian platform, 
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and its physiological activity therein. The fact that the prior art did not contemplate the 
generation and use a transgenic animal for the production of recombinant decorin is the 
precise reason why the current application is patentable ■■■■ it is novel. 

Mote to the point the CAFC has continued to apply the rule that disclosure of a 
species is sufficient written description support for a later claimed genus including that 
,specie>;. . . . If the difference between members of the group is such that the. person 
skilled in the art would readily discern that other members of the genus would perturm 
similarly to the disclosed members. Bilslad v. Wakalopuios (Fed. Or. 2004). For the 
purposes of the instant application. Applicants maintain that the utilization of mice as an 
experimental platform has long been accepted m the art as a ""bench top" experimental 
animal whose utility is found in the substantial likelihood that other members of the 
genus would perform similarly, thereby enabling their use with the current invention as 
well. 

Respectfully, it. must be remembered, thai to be enabling, the specification of a 
patent application need only leach those skilled in the art how to make and use the full 
scope of the claimed invention without undue experimentation. Genentech v. Novo 
Nordisk . H.18 F.3d 1361. 1365.42 USPQ2d 100 J. 1004 (Fed. Cir. 1997). This has been 
done in >h<: itistani spcetficistiofi. Moreover, ti? here, the "conccpikm of a Kpeeics withm a 
genus may constitute conception of the genus," Oka v. Youssefveh , 819 F.2d58 1 , 583 
(Fed. Cir. J 988). 

Essentially, patent law and, m particular, the law relating to biotechnology 
inventions, has never required that an applicant make and lest every member of a large 
genus to obtain comprehensive claims. Rather, to enable, a genus, the patent specification 
need only teach the skilled worker how to make and use species commensurate in scope 
with the genus through no more than routine experimentation. In re Ang stadt , 537 F.2d 
498 (C.C.P.A. 1 976), In the instant case the "prototype" organism was tite mouse. 

The mice used for the experiments thai led to the current invention were bred for 
the purpose of scientific experimentation precisely because the results achieved with 
them can be and in practice ARE "s.caled-up" to a "production volume" bioreactor - a 
laiger mammal. This is the only way io make the. tiansgenie animal hiopharmaceuticul 
production business possible. 
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The current Assignee in a transgenic company that does not use stainless steel 

bioreactors of various sizes - one useful at the benchiop and another, larger, stainless 
steel reactor useful for commercial production. Rather, the instant Assignee utilizes 
mammals of varying milk "production capacities" and breeding rales for dif fering 
proteins. In this process mice are used as proof of concept animals. If the techniques 
u.sed therein lot a specific endeavor are successful - here recombinant deeorin production 
with a specific DNA sequence and promoter - that same ''package" will be used in latger 
animals - oka - "bigger bioreactors" because success of the DNA sequence and protein 
production at a viable rate have already been determined. 

Moreover, in determining whether the disclosure requirement is satisfied, the 
person(s) skilled in the art are presumed to be aware of all of the relevant literature, 
including trade publications, textbooks, technical journals, and contemporary U.S. 
patents. Whereupon the. disclosure of a relevant discovery, and subsequent allowance, as 
a patent would then provide a variety of potential uses for those skilled in the art, as 
mentioned above. With regard to the existing milieu of prior art. Applicant points to 
recently issued patents below that were granted broader claims for the genus orn 
Markush group of animals when the specifications only presented a single animal - 
typically a mouse. 

United States Patent 7,030,280 Cottingham er al. issued: April 18.2006 
Specification describes only: Sheep 

Claims include: sheep, cow, goat, rabbit, mouse, camel, water-buffalo, psg 
or horse. 

United States Patent 6,987,211 Soreqetal. Issued: January 17. 2006 
Specification describes only: Mice 
Claims include: mouse, goat, cow or pig. 

United States patent 6.743.966* Smith etal. Issued- limp 1 . ?.i KM 
Specification describes only: Mice 
Claims include: mouse, rabbit, goaf, cow or pig. 

1 "NOTE: THk patent is exclusively hcen>:e..:l by tht- nmtuni .'Wignoej 

The p. -mi ioi pio'tnutijf the ah^< _• i that it i. it >i and % km hi not K. i it U" Jo hunt 
age His d the opeuitue species is one that i 1 - knov n m the atl to he a lourkationa' 1 1 
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"bench top" production vehicle (e.g.. mice). Sec. fu rc Ant-s tadt . 53? p. 2d id 502-03. In a 
sense, it is true that the result of an enablement inquiry cannot be predicted with 
certainly. Enablement under 35 U.S.C $ l i 2 is a question of Jaw which takes into 
account, a number of factual determinations, including those defined by scientific 
principles laid out in the prior art. See. to, re. Wa nds, 858 K2d at 736-37: M.P.H.P. § 
2! 64. Here, those considerations underscore the enablement of the genus mammals 
through the use of a prototype species. Reconsideration is requested. 

Claim Kuan ions Unui-r 35 U.S .C. ^ 1 1 2 t SKc,oNU i K\RA<JMi;H 

Claim 26 stands rejected under 35 U.S.C. §113. second paragraph for being 
indefinite for failing to particularly point out and distinctly claim the subject mailer of the 
mvention Tins Reason fs lespeatulh tra\essed IK tea'-on-, tot potential coniustnti 

elauve 'o this Jann wete discussed a.">o\ e Hi. r eieatoi) eiumualed h\ tnt FA unmet 
under ^ I S < s> 1 12. second paiatitaph has been addte^ed th ton sin -»pei itu ^mut Intent 
to (K *dum As pu\io»sly st.ited, the amrndtnt'iil was made fotlaut) p«tu< ul.tt h poim 
nut. and distmi th tlann the subject mattei ot die nnention Uon^ the guideline- ot Mut 

Sk J'A U tmnci noted as inabkd m die Attn n R<.<,.Mi->ideuttit n o! tin. ie;<.v.t < n of 
anteneed da,m 2u under <5 I S ( $ ])2 -,etond paiag*.tpl , is k ^KumlU lujuesUi. 

Ci u\i Rpd- ci ion.s - 35 i'Si ' § 1 02 

</«///? /9 

Claims P> stands tejeekd undci ^5 I SC ^ mi ,^ b t m^ jruiCM^kd hv I Lime . t 
af RespevtiulK »wlh fhe ptevfom amendment oi Jami 19 to ikti^u'i - il jea na tor th , 
new rejection is traversed. 

As noted, anticipation leqiuies both an identify of elements and identtiv of 
process. This Het ing et al s.mpK does i ot pun ide T\let Rt hi^e i.ttton 1 K\ soi Jnd u , 

Coin " 7 77 r2doS7, ::7T sPQi77 v hdCu f^.bj ke r«.c miu ti«,iici»^ 

'« rcuiue does not 'mheutitlv 1 i even nlekiu.u f H dtsJo.se da. m-it^rt invention oi 
ical on a.n of ds amended claims Mouxnei, fo .tutii ip tte a chun apnoi art ;etuefk.e 
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must disclose every limitation of the claimed invention, either explicitly or inherently. 
Mehi/Biophile im'l Corp. v. Miigraum. 192 F.3d 1362; 52 U.S.P.Q.2D 1303 (\W>\ This 
Tiering does not do. In fact. Applicant points to the Examiner's own discussion of 
Bering in thai Bering ct al., teaches the production of "bovine deeorirf , not human 
deeorin m "bacterial ceils" not the mammary eland of a whole animal ipage 14 
10/ 20/2005 Office Action). The scientific tools needed to generate an in vitro colony of" 
prokaryotes as opposed to the production of a sexually mature transgenic mammal ate 
VASTLY different. Respectfully, this alone should disqualify Bering el al , from even 
remotely entering the realm of anticipatory prior art 

Relative to the MPEP. however, in order !o avoid rejection for anticipation, v is 
only necessary to show that claim 19 contains at least one element not disclosed in 
Bering of al. More specifically, claim 19 recites {including limitations from its 
supra vening base claim) several elements not present or suggested in any oSThe teachings 
of Hering et al., including: 

i) Non-human tian-j/ena nuiiim its not p okai sotcs, icf itufm 
hi Recombinant human dceoim - not bourne deeotm with a \an<m amino 
acid struUute and ^quer ee 
and. 

< ) piorhKHon m nidi- - m mip< ,,s f hfhr\ uul i Mti^-.v!]^ n ( « mi.m 

None oi the ek-mutls a-*, above ate dtselmed m the Henug el ai :e{ejc!K.e ThuUote ,t 
s ic-peufull\ pi op'^ed that the icjeetion of dami l u tot anta ipation iv da 1 Hen ig al 
,eteit'iuv is meicome and -annut W maintains Re\>>iiMdw,.,tion "t die rejection i I 
claim 19 under >5 I SC ^ 502 i^, temie-icd 

CLAIM REJECTIONS - 35 USC $103 

Houdehine eta!,, Kmsius et al... Rmslahti et al, Mann et «/„ and Roberts et oi, 

Claims 10. 14, 16-19 and 25 are rejected under 35 U.S.C § 103(a) as being 
10 



unpatentable o\ei Hotidebine et al in sjcw oi krnsms a ai , RuoMahu et a! Main ef ai . 
and Rohetts t,l at Pte\iousj\ independent claims 1 e > and IS \scu a nended to comp'x 
wii i tlit iAanuuci's Lunccuks Appliwus asatu point tw thos^ amendment to the 
independent Jaims m {espouse lofht rxaimnet - lejeetiom Base claim I0\ 
amendments hnm.tuons on bieadth i.tke it \sell outs de an\ a mcipauou -n i.imouM 
icjecit >n based on The Houdebme citation oi othei refeietkes provided in the i-wnunu 
\pphtam tequests K-consideiation 

Vt the outset it should be stattd that -\ppl teams puiposeiulh employed i so .etion 
sysVmot tnciedihlo poner and enmpk'sJU nnans'iiai \ epnhehal toll hie at ion' th it 
piowd^ toj the piodaetiO'i ana section of specific hojmonalh induced pr< 'terns <e a 
milk and milk proteins i in inercdibb, hiirh corkenlraiion and pudirs th?-m cut oi uk 
s>-.tem ot a uhoic animal m a icgubr ieh:thk amount litthf'-ua} tunsgenit imtfuis atL 
quite unlike env othe tool m tht; moktukn hnSoiitsts piou'tbt il * too! \ 't " 1 m-> is not a 
s nditK Junked in wtio swern it is no .am k-a to pmkanotiu pioduUion oi p totem- in 
stainless steel \ats ot even mamm than cell pioe'uofion m bioieauojs fhis is die use oi 
v\hok annuals and organ s\ Menus to pioduee piolems m hettu qtianUis and onh.mt ed 
i ompie\it\ Gs\ en this, and the pioduction or human deconm much ot the uL,d nnot 
an talis awav. 

As ptv«-weil ahou- nenhot Uoud^bitte et a! ma Ruoskifit ot die n hoi Lfiet. 
ic'eictkcs prosuie siijlicfcut euidaMX alortL thi-, hue 'o ne^atne pateutahjhtx ~\j phtant 
!oi.used on tht. st utations as the nio-t itk-\jiH ait because th^. ttchmqt v and the .nithot- 
aie well known m the field il these atatuu-, a-e taken out ot the mt\ o' l.K eik-d pi mi 
an fit: finina laue ease oMhe Ftainnti, lespettiulh. cannot siand 

Ruodahti 

->rcsjuusl\ su'ed, Rm sijbl! et a! , telait\s „o the u-t o) oJl «. uituie at * <!r<> 
tcenm jiii i s to prn.iiii e lioenjni Hd'U" im i'i. s. ations jpofsie She nic- ■>! tho.o 
ski lied in the art at the time of thus muution Moie to tht pomt Kuoslahti * t <(' do not 
dt-A lo^ ,tnd i' Mtnph STi TXT v. itit reg.tfd lo «tt\\ meaning "il inanu Uon \>. ttii (t^atd L - 
the tetiimquts needed or p ook'in^ ass^ciattd with tht inclusion oj ato niKlet> t.id 

1 1 



(.(.rcsttiKi tn 'he eUKof a ln>>t tiLtn^on.i mamnhd e ad ins* r o the esp e rjon 01 a 
btoiogtcaiK d(.t)\c ^.oi^ttuct "The uuttons also lad to mention an\ teat-Inns, vsuh n.£jjd 
to (.fit e^ptesMuu or te\uvet \ u! pioU.ms hum the milk o 1 " itansgemt. mammals 

Instead, Ruuslahti tl a! , provides a psnnet on the use oi dv conn oeinphlied 
exelus u>K through pi nduaiori through in w/r,> method-, (n this hght the uta soih .ae 
Mil 5: i> 1 capable oi suppott ns. Hie te et uon o| the msta 11 ( ' w is Ri 1 or sides. I < s 
requested. 

As staled p;e\iousi\. the f \amtnet\ :iual\sis mapp opmteh Use- fN it-fci tior on 
the use of Ruos.ahti tt a ! on flte ptemise that one espte\Mon astern <.nd .til of tht mt> ipi.o 

11 the \ar ous U tiK .weO to aehk % r e\pie->s 1 1 ot « l, fact } toltfin o pu te n tta« nei t is like 
anoilwi and tfutt thetetom ans cei.lul.it e\pte-ston swem \Mth am 40 cn kugei ptoLeri lof 
.u\ hiologie.Uk aetiu- molecule is an appropnate and analogous pnoi ait tekterKc ioi the 
claimed invention o{ anoihei such e\piession s^siem 1 Ins )>■ stmplj not the t ase 1 U: 
mu ntion of the Appellants jequned a ^vsit mafic uodet standing < >f iftr hos. of problems 

.een k-fore ut tk prut: ai{ and a FKnel ua> ot using a \.tnet\ ot Lomp.es too 11 
ptodiKi Ilk taw matttta! to; a u^u t ass ot tnot<-\ ute pioiai< ed >o i I waj 
Soo.uhn.g wind) quite iimph had not be^n dntK before or redactd to pauic w ith 
lejianl to tht deeonii molecule Ruoslahlt docs noi appio.n-h explaining < vdiole .annul 
trans acme production pi atlorm . 

throtue 01 indicate n am ailmiiatoe mauiR-i die pti»iluui"t! oi huuvai dis >nn 

Reeonsidctation <>} thj fe^vnon of imerdcd t taims jiidf>i ^ I S C" 1 $ M^ai 1- 
respectful ! y requested. 

No fee other than that for the 3 month extension of time is deemed necessary in 
connection with the filing of this Reply and Amendment. However, the Commissioner i.i 
authorized to apply any fee which may now be or hereafter be due for this application to 
Deposit Account No. 502092. 
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Early and favorable action is earnestly solicited. 



Date: \faj?-OQjb 



RopCCi fuil V ,\Ut>ITULtCd, 




By rati \tk.)!xcr,, Reg. No. 42,960 
ATTORNEY FOR APPLICANT 

GTC Bioiberapeuties, inc. 
1 75 Crossing Blvd., Suite 4)0 
FraminEfham, MA 0 5 702 
Tel. #(508) 370-5150 
Fax # (508) 370-3797 



